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IN TH^ SPECinCATION 

On page 1, line 5, after "1996" insert -now abandoned --. 



On page 1, line 7, after "ap] 



i 





ert the following sentence: 



%irapplTteation also clamislpriority lu U.S. Seiiai Nu. 08/739, y(W, filed 




Please cancel otmm 1 1-21 and'23r25 without prejudio 



Please amend claim 1 as follows: 



A method of inhibiting a rejection response ^ a^^nm recipient, by inducing 
inunxme tolerance [in a recipient,] to foreign mammalian donor cells , tissue or 
organ, comprising the steps of: ^ 

a) exposing the recipient to an anti-CD3-DT inununotoxin, wherein the 
immunotoxinxomprises sFv-DT390. so as to [safely] reduce the 

/ 

recipient^'s T-cell lymphocyte population by at least 80%; and 
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19. The method of claim 1, wherein the donor cell is from 
ai^ive donor, and wherein the immunotoxin is administered 
from\15 hours to 7 days before the transplanting step. 

20. TheNi^thod of claim 1, wherein the donor cell is from 
a cadaver artd is from kidney, and wherein the immiinotoxin 
is administere^^from 6to 15 hours before the 
transplanting ste^\/ A 

21. The method of/cl/airKl/ wherein the donor cell is from 
a cadaver and is '3el4cted rbsm the group consisting of 
heart, lung, liver, pancreas, pancreatic islets and 
intestine, arid wherein the immunob^in is administered 
from 0 to 6 hours before the transplanting step. 

^^T^ — ThQ method of claim 1, wherein the immunosuppressant 
is administered begija5tiTg^^£i:QaL.about 0 to 6 hours before 
the transplanting step and continuing^'"foi:...jip to several 
weeks after the transplantation step. ""^^^^^ 

2a. The method of claim 1, wherein the immunotoxin 
con^ises an anti-CD3 antibody moiety linked to a 
diphtheria protein toxin moiety, wherein the toxin moiety 
has a bidding site mutation that reduces binding. 

24. The method/of eMim 23, wherein the immunotoxin is 
anti-CDB-CRMs/ \ / 

25. The method oi claim 23, further comprising 
administering a^on-toxicSmutant of diphtheria toxin 
before or at the same time a&vthe exposure step. 
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What is claimed is: 

>w A method of inhibiting a rejection response by 
induStNug immune tolerance in a recipient to foreign 
mammalian*^d^or cells, comprising the steps of: 

a) exposihg:s^he recipient to an immiinotoxin so as to 
safely reduce the r^tsoj^ents • s T-cell lymphocyte 
population by at least 80^>^.^and 

b) transplanting the donor'^^^e^ls into the recipient^ 
such that a rejection response by th^^-v^^ipient to the 
donor cell is inhibited. 

2. The method of claim 1, wherein the donor cells 
constitute an organ. 

3. The method of claim 1, wherein the donor cells 
constitute tissue from an organ. 

4. The method of claim 1, wherein the donor cells are 
allogeneic. 

5. The method of claim 1, wherein the donor cells are 
xenogeneic. 

6. The method of claim I, further comprising 
administering an immunosuppressant compound to enhance the 
anti-T cell effects of the immunotoxin. 

7. The method of claim 6, wherein the immunosuppressant 
compound is cyclosporin. 

8. The method of claim 6, wherein the immunosuppressant 
compound is mycophenolate mofetil. 
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9. The method of claim 6, wherein the immunosuppressant 
compound is deoxyspergualin. 

10. The* method of claim S, wherein the immunosuppressant 
compound blocks IL-12-induced induction of interf eron-y. 

i^. The method of claim 1, wherein the exposure step 
recces the recipient's T-lymphocyte population by at 
least^ 95%. 

12. TWte method of claim 1, further comprising 
administering a corticosteroid. 

13. The m^hod of claim 12, further comprising 
administeriivg an immunosuppressant compound to enhance the 
anti-T cell ^fects of the immunotoxin. 

14. The methodNof claim 13, wherein the immunosuppressant 
compound is cyclo^porin^^ 

15. The method of VyaimV13, wlmrein the immunosuppressant 
compound is mycophei^laye itEO^etil. 

16. The method of Iciym 13, wherein the immunosuppressant 
compoxind is deoxysperguc^lin. 

17. The method of claim i\m wherein the immunosuppressant 
compound blocks IL-12-induce^^ induction of inter feron-y- 



18. The method of claim 1, wh^ein the immunotoxin is 
administered from several hours Tbefore to several days 
after the transplanting. step- \ 



DEC. 27. 2001 5:10PM NEEDLE & ROSENBERG 




^61 



NO. 913 P. 5 



ATTORNEY DOCKET NO. 14028.0292 
Serial No. 09/383,695 



Please replace the sequence listing in this application v^th tiie sequence listing 
provided by amendment on December 15, 1998, in Application Number 08/737,703, filed 
October 29, 1996. 

In the Claims 



Please replace claims 1 and 22 with amended claims 1 and 22 as follows: 




1 . (amended) A method of inhibiting a rejection response in a primate recipient to 
foreign mammalian donor cells, tissue or organ» comprising the steps of: 

a) administering to the recipient an anti-CD3-DT immunotoxin, wherem 
the immunotoxin comprises sFv-DT390, so as to reduce the recipient's 
T-cell lymphocyte population by at least 80%, as compared to the 
recipient's T-cell lymphocyte population prior to administration of the 
immunotoxin; and 

b) transplanting the donor cells, tissue or organ, into the recipient, such 
that a rejection response by the recipient to the donor cells, tissue or 
organ, is inhibited. 



22. (amended) Hie method of claim 6, wherein the immunosuppressant is 

administered begirming from about 0 to 6 hours before ttie transplanting step. 





(new) A method of inhibiting a rejection response in a primate recipient, by 
inducing immune tolerance to foreign mammalian donor cells, tissue or organ, 
comprising the steps of: 

a) administering to the recipient an 8Jati-CD3-DT inmiunotoxin, wherein 
the immunotoxin comprises sFv^DT390, so as to reduce the recipients's 
T-cell lymphocyte population by at least 80%, as compared to the 
recipient's T-cell lymphocyte population prior to administration of the 
immunotoxin; 

b) administering an immunosuppressant compoimd to enhance the anti-T 
cell effects of the immunotoxin; and 

c) transplanting the donor cells, tissue or organ, into the recipient, such 
that a rejection response by the recipient to the donor cells, tissue or 
organ, is inhibited. 
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